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. The residue differences of binding pockets between hMAO-A and hMAO-B. FAD cofactor is shown as space-filling model, MAO-A ligand as green sticks and MAO-B ligand as orange sticks. 
Evaluation of the structural stability.
In MD simulations, RMSD analysis of the protein backbone was usually regarded as the first step for checking the systems stability. As depicted in Figure S3 , the RMSD plots of the eight simulation systems were recorded with respect to the initial conformation at 0 ns over the 20 ns MD simulation. As clearly shown in the plots, only slight RMSD fluctuations were observed after 10 ns of simulation. This indicated that all the simulation systems achieved a relatively stable conformation during the equilibration period. Larger fluctuations were observed more frequently in MAO-A systems than in MAO-B systems and this may due to the low resolution in the X-ray structure of the former protein. For each MAO subtypes, the complexes with the selective inhibitor have fewer fluctuations compared to the complexes with non-selective ligands. The stability of the selective complex systems was validated by the hydrogen bonds analysis between MAO subtypes and C7 substituted coumarins.
The regional conformational fluctuations of each residue were assessed by calculating the root-mean square fluctuation (RMSF). Similarly, RMSF profiles of main chains for eight simulation systems were depicted in Figure S4 . In order to illustrate the different fluctuation trends of key regions in the binding site, three essential parts, the loop region, the -helix and -sheet were labeled in different colors in Figure S5 . The residues with comparatively larger fluctuation suggested that they could adopt more flexible conformations during the whole MD simulations. As shown in Figure S4 Beta sheet is colored orange.
Hydrogen bonds Analysis.
The stability of hydrogen bonds interactions between hMAO and C7 substituted coumarins which are likely to contribute to the selectivity of MAOIs was investigated through the MD simulations. VMD 1.9.2 was used to analyze the hydrogen bonds in each of the eight simulation systems. The distance cutoff value was defined as 3.5 Å and the angle cutoff value was set as 35°. Only the occupancy over 5% during the equilibrium period was considered for analysis and the detailed results were listed in Table S1 . Dual inhibitor M43 formed H-bonds with residues in the -helix region of two MAO subtypes, such as Asn181 of hMAO-A and MAO-B v.s. M43  MAO-A v.s. C18  MAO-B v.s 
